00217/US 



National Phaq|^^f PCT/GB01/02551 

10/030188 

JC03 Rec'd PCT/PTC 0 4 FEB 2002 

Clean Set of Claims 



5 



0 



h 



ft 



C3 



; . 1 

a 
u 

■S3. Ifc 



1\ (amended) A serine protease inhibitor of formula (I) : 



(I) 



LP(D) n 



wherein : 

R2 is a 5\or 6 membered aromatic carbon ring optionally 
interrupted by k nitrogen, oxygen or sulphur ring atom, 
10 optionally being Substituted in the 3 and/or 4 position (in 
relation to the point of attachement of X-X) by halo, nitro, 
thiol, haloalkoxy, ftydrazido, alkylhydrazido, amino, cyano, 
haloalkyl, alkyl thioX alkenyl , alkynyl, acylamino, tri or 
dif luoromethoxy, carbcW, acyloxy, MeS0 2 - or R 1# or the 
15 substituents at the 3 oV 4 positions taken together form a 
fused ring which is a 5 6r 6 membered carbocyclic or 
heterocyclic ring optionally substituted by halo, haloalkoxy, 
haloalkyl, cyano, nitro, arrfino, hydrazido, alkylthio, alkenyl, 
alkynyl or R x j , and optionally substituted in the position 
20 alpha to the X-X group (i.e. k position for a six membered 
aromatic ring etc) by amino, hydroxy, halo, alkyl, carboxy, 
alkoxycarbonyl , cyano, amido, anknoalkyl , alkoxy or alkyl thio 
with the proviso that R 2 cannot b^ aminoisoquinolyl ; 

each X independently is a C, k, O or S atom or a CO, 
25 CR la , C(R la ) 2 or NR la group, at least one X being C, CO, CR la 
or C(R la ) 2 ; 

each R la independently represent s\hydrogen or hydroxyl , 
alkoxy, alkyl, aminoalkyl, hydroxyalkylX alkoxyalkyl, 
alkoxycarbonyl , alkylaminocarbonyl , alko^ycarbonylamino, 
3 0 acyloxymethoxycarbonyl or alkylamino optionally substituted by 
hydroxy, alkylamino, alkoxy, oxo, aryl or cVcloalkyl; 

Ri is as defined for R la , provided thatX^ is not 



00217/US National Pha^^f PCT/GB01/02551 

-2 - 

uiWbstituted aminoalkyl ; 

\ Y (the a-atom) is a nitrogen atom or a CR^ group; 
\ Cy is a saturated or unsaturated, mono or poly cyclic, 
homo Nor heterocyclic group, optionally substituted by groups 
5 R 3a orV^Xi; 

eacla R 3a independently is R lc , amino, halo, cyano, nitro, 
thiol, aliWlthio, alkyl sulphonyl , alkylsulphenyl , triazolyl, 
imidazolylX tetrazolyl, hydrazido, alkylimidazolyl , thiazolyl, 
alkylthiazolVl, alkyloxazolyl , oxazolyl, alkyl sulphonamido, 
10 alkylaminosulMionyl , aminosulphonyl , haloalkoxy, haloalkyl, a 
group of the formula -C (x3 ) n (Rll) r12 (wherein x3 is O or S; 
and Rll and R 12 We independently selected from hydrogen, 
methyl or ethyl oV together with the nitrogen atom to which 
they are attached form a pyrrol idin- 1 -yl , piperidin-l-yl or 
5 morpholino group) , oV -OCH 2 0- which is bonded to two adjacent 
ring atoms in Cy; \ 

Xi is a bond, O, NH or CH 2 ; 

R 3i is phenyl, pyrMyl or pyrimidinyl optionally 
substituted by R3 a ; and \ 
0 R lb , R lc and R X j are \s defined for R la; 

L is an organic 1 inker Yjroup containing 1 to 5 backbone 
atoms selected from C, N, O a>id S, or a branched alkyl or 
cyclic group; and \ 

Lp(D) n is of the formula: \ 
5 \ 

— (La)s-V (L bV R io 

in which: \ 
r is 1 or 2; \ 
X a is CH and is N; \ 
s, t and u are each 0 or 1; \ 

L a and L b are each independently selected from a single 
bond, C=0, O and NR le , in which R le is hydrogen or (1- 
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6C) alkyl; 

G is (1-6C) alkanediyl; and 

R 10 is (1-6C) alkyl; (3-6C) cycloalkyl [which is 
unsubNstituted or substituted by ( 1-6C) alkyl] ; indanyl; 
5 pyridy\; tetrahydropyranyl ; tetrahydrothiopyranyl / phenyl 

{which rs unsubstituted or substituted by one or two R 3 groups 
[wherein R3 is hydrogen, hydroxyl, alkoxy, alkyl (optionally 
subs ti tut ed\by hydroxy, alkylamino, alkoxy, oxo, aryl or 
cycloalkyl) , Yydroxyalkyl (optionally substituted by hydroxy, 
10 alkylamino, alJtoxy, oxo, aryl or cycloalkyl), alkoxyalkyl, 
alkoxycarbonyl , Nalkylaminocarbonyl , alkoxycarbonylamino, 
acyloxymethoxycarbonyl, aminoalkyl (optionally substituted by 
hydroxy, alkylaminV alkoxy, oxo, aryl or cycloalkyl) , 
alkylamino (optionally substituted by hydroxy, alkylamino, 
15 alkoxy, oxo, aryl or Vycloalkyl ) , amino, halo, cyano, nitro, 
thiol, alkylthio, alkyl sulphonyl , alkyl sulphenyl , triazolyl, 
imidazolyl, tetrazolyl Ahydrazido, alkyl imidazolyl, 
thiazolyl, alkyl thiazol\l, alkyl oxazolyl, oxazolyl, 
alkyl sulphonamido, alkylaminosulphonyl , aminosulphonyl , 
20 haloalkoxy, or haloalkyl] } A pyrrol inyl ; or a group of formula: 



X c \ R 11 
(C¥)v 

in which v is 1,2 or 3; one of XA and X d is N and the other is 
CH or N (provided that when v is :L X c and X d are not both N) ; 

25 and R X1 is hydrogen, (1-6C) alkyl oA when X d is CH, hydroxy (1- 
6C) alkyl; provided that when t is 0,\the sum of s and u is 1; 
when X b is N, L a is a bond or C=0; when X c is N, L b is a bond 
or C=0; when X b and X c are both N, t ife 1; and when (L a ) s - 
(G) t -(L b ) u represents an alkyl group and X b and X c both 

3 0 represent N, the alkyl group contains at\least two chain 
carbon atoms; 

or R 10 is hydrogen and s, t and u are Wch 0; 
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or the compound of formula (I) that is 4-{[4- 
met^oxybenzoyl-D, L- (2 - trif luoromethylthiophenyl ) - 
glycinyl ] aminomethyl } - 1 - isopropylpiperidine ; 

Dut excluding the compound 4- [ (3-ethoxybenzoyl-D, L- 
5 phenylVflycinyl) aminomethyl] -1- [4 -chlorobenzyl] piperidine ; 
a physiologically-tolerable salt thereof. 



or\ 



2. (amended) A serine protease inhibitor according to claim 1, 
wherein : 

10 R 2 is £i 5 or 6 membered aromatic carbon ring optionally 

interrupted hy a nitrogen, oxygen or sulphur ring atom, 
optionally belong substituted in the 3 and/or 4 position (in 
relation to thA point of attachement of X-X) by halo, nitro, 
thiol, haloalkoxV, hydrazido, alkylhydrazido, amino, cyano, 
15 haloalkyl, alkylthio, alkenyl, alkynyl, acylamino, tri or 
dif luoromethoxy, caSrboxy, acyloxy, MeS0 2 - or R lf or the 
substituents at the ^ or 4 positions taken together form a 
fused ring which is a\5 or 6 membered carbocyclic or 
heterocyclic ring optionally substituted by halo, haloalkoxy, 
20 haloalkyl, cyano, nitro Aamino, hydrazido, alkylthio, alkenyl, 
alkynyl or R ± j , and optionally substituted in the position 
alpha to the X-X group (i.<k 6 position for a six membered 
aromatic ring etc) by amino A hydroxy , halo, alkyl, carboxy, 
alkoxycarbonyl , cyano, amido, \aminoalkyl , alkoxy or alkylthio 
25 with the proviso that R 2 cannotVbe aminoisoquinolyl ; 

each X independently is a c\ N, O or S atom or a CO, 
CR la , C(R la ) 2 or NR la group, at l^ast one X being C, CO, CR la 
or C(R la ) 2 ; 

each R la independently represents hydrogen or hydroxyl, 
30 alkoxy,, alkyl, aminoalkyl, hydroxyalkVl , alkoxyalkyl, 

alkoxycarbonyl , alkylaminocarbonyl , alttpxycarbonylamino , 
acyloxymethoxycarbonyl or alkylamino optionally substituted by 
hydroxy, alkylamino, alkoxy, oxo, aryl oA cycloalkyl ; 

Ri is as defined for Ri a , provided that R± is not 
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unsulpstituted aminoalkyl; 

(the a-atom) is a nitrogen atom or a CR^b group; 
CV is a saturated or unsaturated, mono or poly cyclic, 
homo or \heterocyclic group optionally substituted by groups 
5 R3 a or phenyl optionally substituted by R3 a ; 

each\R 3a independently is Ri c , amino, halo, cyano, nitro, 
thiol, alkyathio, alkyl sulphonyl , alkylsulphenyl , triazolyl, 
imidazolyl, Yetrazolyl, hydrazido, alkyl imidazolyl, 
thiazolyl, a^kyl thiazolyl, alkyl oxazolyl, oxazolyl, 
10 alkyl sulphonami do, alkylaminosulphonyl , aminosulphonyl , 
haloalkoxy or Aaloalkyl; and 

R lb' R lc ai \ d R lj are as defined for Ri a; 

L is an organic linker group containing 1 to 5 backbone 
atoms selected fr^rn C, N, O and S, or a branched alkyl or 
15 cyclic group; and 

Lp(D) n is of t&e formula: 



/ \ 

<a X— (L a ) s -(G) t -(L b ) u -R 10 
(CH/) r 



in which: 



r is 1 or 2; 

20 X a is CH and X b is N; 

s , t and u are each 0 or\ 1 ; 

L a and Lb are each independently selected from a single 
bond, C=0, O and NR le , in which\R le is hydrogen or (1- 
6C) alkyl; 

25 G is (l-6C)alkanediyl; and 



R 10 is (1-6C) alkyl; (3 -6C) cycldalkyl [which is 
unsubstituted or substituted by ( 1-60J alkyl] ; indanyl; 
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pyridyl; tetrahydropyranyl ; tetrahydrothiopyranyl ; phenyl 
{which is unsubstituted or substituted by one or two R 3 groups 
[wherein R 3 is hydrogen, hydroxyl, alkoxy, alkyl (optionally 
substituted by hydroxy, alkylamino, alkoxy, oxo, aryl or 
5 cycloalWl) , hydroxyalkyl (optionally substituted by hydroxy, 
alkylamirto, alkoxy, oxo, aryl or cycloalkyl) , alkoxyalkyl, 
alkoxycarbonyl , alkylaminocarbonyl , alkoxycarbonylamino , 
acyloxymethoWcarbonyl , aminoalkyl (optionally substituted by 
hydroxy, a Iky rami no, alkoxy, oxo, aryl or cycloalkyl) , 
10 alkylamino (optionally substituted by hydroxy, alkylamino, 
alkoxy, oxo, aryl\pr cycloalkyl) , amino, halo, cyano, nitro, 
thiol, alkyl thio, aSLkyl sulphonyl , alkysulphenyl , triazolyl, 
imidazolyl, tetrazol^l, hydrazido, alkyl imidazolyl, 
thiazolyl, alkyl thiaz^olyl, alkyl oxazolyl, oxazolyl, 
15 alkyl sulphonamido , alkyj^aminosulphonyl , aminosulphonyl , 

haloalkoxy or haloalkyl] }\ pyrrolinyl; or a group of formula: 



"\ 



2N 



in which v is 1, 2 or 3 ; one of \ c and X d is N and the other 
is CH or N, provided that when v iSs 1, X c and X d are not both 

20 N; and R 1± is hydrogen, ( 1-6C) alkyAor when X d is CH, 

hydroxy (1-6C) alkyl; provided that whdtt t is 0, the sum of s 
and u is 1; when X b is N, L a is a bond\or C=0; when X c is N, 
L b is a bond or C=0; when X b and X c areNboth N, t is 1; and 
when (L a ) s - (G) t - (L b ) u represents and alkyl group and X b and X c 

25 both represent N, the alkyl group contains\at least two chain 
carbon atoms, 

or a physiologically-tolerable salt thereof 

3. (amended) A serine protease inhibitor according to claim 1, 
wherein R 3 is selected from hydrogen, hydroxyl, rtiethoxy, 
3 0 ethoxy, methyl, ethyl, propyl, 2 -propyl, butyl, 2-Wtyl, t- 
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butW, pentyl, 2 -pentyl, 3 -pentyl, isopropylaminomethyl , 
dimethy'i^mino-methyl , diethylaminomethyl , dimethylaminoethyl , 
acetyl, hyd^xymethyl , hydroxyethyl , carboxy, carboxy (1- 
5C) alkyl , meth^ymethyl , methoxycarbonyl , ethoxycarbonyl , 
5 methylaminocarbonyis- dimethylaminocarbonyl , aminomethyl, 
aminocarbonyl , aminoc^bonyl (l-5C)alkyl, methylamino, 
dime thylamino , e thylaminov f ormylamino , acetylamino , amino , 
fluoro, chloro, cyano, nitrov thiol, methylthio, 
methyl sulphonyl , ethyl sulphonyl isopropyl sulphonyl , 
10 methylsulphenyl,l,2,4-triazol-2-y > ky 1 , 2 , 4 - triazol-4 -yl , 1,2,3- 
triazol-4-yl, 1 , 3 - imidazol - 1-yl , 1, 3 -\midazol-4--yl , tetrazol-1- 
yl , tetrazol - 5 -yl , methyl sulphonamido ,^ethylsulphonamido , 
propyl sulphonami do , methylaminosulphonyl , \ethylaminosulphonyl , 
propylaminosulphonyl , aminosulphonyl , \. 
15 trif luoromethoxy, trif luoromethyl and trichlor^methyl . 

4. (amended) A compound according to claim 1 wherein^ is 2. 



C3 
PJ 



5. A compound according to claim 1 wherein Lp(D) n is of the 
2 0 formula: 



C N - R - 

/— <CH 2 ) q 

wherein : 

q is 1 or 2; 

R s is hydrogen, -(CH 2 ) C -R C , -CHR e R f , or -CH 2 -CHR e R f [c is 
25 0, 1 or 2; wherein R c is pyridyl or phenyl (which phenyl may 
bear a fluoro, chloro, methyl, CONH 2 , S0 2 NH 2 , 
methylaminosulphonyl , dimethylaminosulphonyl , 

methyl sulphonylamino, methoxy or methyl sulphonyl substituent) 
and R e and Rf are independently hydrogen or C 1 _ 3 alkyl; or 
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CHR e Rf is (3-6C) cycloalkyl (which may bear a methyl, ethyl or 
hydroxymethyl substituent at the 3- or 4 -position, provided 
the substituent is not bonded to the CH group which is bonded 
to L) , tetrahydropyranyl, tetrahydrothiopyranyl , pyrrolidinyl 
5 (which may bear a 1 -methyl substituent) , piperidinyl (which 
may bear a 1 -methyl substituent) (provided that the 
tetrahydropyranyl, tetrahydrothiopyranyl, pyrrolidinyl and 
piperidinyl rings are not linked to the piperidin-1 , 4-diyl 
group through a ring nitrogen atom or a ring carbon atom 
ri 10 adjacent to a ring oxygen, sulfur or nitrogen atom) or indan- 



y 
a 



2-yl] 



6- (amended) A Compound according to claim 1 wherein L is 
CONH, CH2NHCO, CokjCH 2 , CONHCH 2 CH 2 or CON(Me)CH 2 . 



fij 15 7. A serine protease inhibitor according to claim 2 wherein 
% -L-Lp(D) n is of the formula: 

3 



r-' 



•(CH 2 )„ 



^ -■>— ('CH 2 ) 0 



wherein 

q is 1 or 2; 

2 0 s is 0 or 1; and 

R s is -(CH 2 ) C -R C/ -CHR e R f/ or -CH 2 -CHR e R f [wherein c is 1 
or 2; R c is pyridyl or phenyl (which phenyl may bear a fluoro, 
chloro, methyl , CONH 2 , S0 2 NH 2 , methylaminosulphonyl , 
dimethylaminosulphonyl, methyl sulphonylamino, methoxy or 

25 methyl sulphonyl substituent) and R e and Rf are independently 
hydrogen or C 1 _ 3 alkyl; or CHR e R f is cyclopentyl (which may 
bear a methyl, ethyl or hydroxymethyl substituent at the 3- or 
4-position) , cyclohexyl (which may bear a methyl, ethyl or 
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hydroxymethyl substitutent at the 3- or 4 -position) , 
tetrahydropyran-4-yl, tetrahydrothiopyran-4 -yl , pyrrolidin-3 
yl (which may bear a 1-methyl substituent), piperidin-4 -yl 
(which may bear a 1-methyl substituent) , or indan-2-yl] . 



8. (attended) A compound according to claim 5 wherein q is 2. 

9. (amerided) A compound according to claim 1 wherein Lp(D) n is 
selected N^rom one of the following formulae: 

10 




£3 



yj 
□ 



m 



r 

n 
a 



15 
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wherein m represents 0 or 1 . 



10. (amended) A compound according to claim 7 wherein R s is 
selected from: hydrogen, methyl, ethyl, prop-2-yl, but-2-yl, 

5 pent-3-y\, hept-4-yl, cyclopentyl, cyclohexyl, 

cyclohexylSnethyl , 1 -methylpiperidin-4 -yl , tetrahydropyran-4 - 
yl, tetrahy^rothiopyran-4-yl, phenyl, benzyl, pyrid-2-yl, 
pyrid-3-yl, jWid-4-yl, pyrid-3 -ylmethyl , pyrid-4 -ylmethyl and 
indan-2-yl. \ 
L0 \ 

11. (amended) A cVnpound according to claim 1 wherein R 2 is 
phenyl , thien- 2 -yl\ naphthyl , indol -2 -yl , indol - 6 -yl , 

benzo [b] furan-5-yl, loenzo [fa] thiophen-2-yl or benzimidazol-2-yl 
(each of which is optionally substituted as defined in claim 
-5 1). \ 

12. (amended) A compound according to claim 11 wherein 
optional substituents for are selected from: 

fluoro, chloro, bromo, iodoAnitro, thiol, dif luoromethoxy , 
0 trif luoromethoxy, hydrazido, rhethylhydrazido, amino, cyano, 
trif luoromethyl, methylthio, vaSnyl , ethynyl, acetylamino, 
carboxy, acetoxy, hydroxy, methyl, ethyl, amido (CONH 2 ) , 
aminomethyl, methoxy and ethoxyA 

5 13. (amended) A compound according trt> claim 1 wherein R 2 is 
selected from one of the formula (A')\to (H'): 
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R 



14 



R,e < A '» 



(B') 




(C) 



V 

H 



^13 





M3 





(G') 



(H 1 ) 



wherein X 4 is 0 or S, R 13 is selected from hydrogen, 
fluoro, chloro or methyl and\R 14 is selected from hydrogen, 
methyl, ethyl, fluoro, chloro ,\ and methoxy and R 15 is selected 
from hydrogen, methyl, fluoro, \hloro and amino, 



14. (amended) A compound accordingVto claim 1, wherein R 2 is 
4 -me thoxyphenyl , 3 - amino - 4 - chlorophVnyl , indol - 2 -yl , 5 - 
chloroindol-2-yl, indol-6-yl, 3-chlof^indol-6-yl or 3 
methyl indol- 6 -yl . 



15. (amended) A compound according to claim 1 wherein -X-X- is 
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16. (amended) A compd* 
15, 17 to 18 and 21 t 




id according to any one of claims 1 to 
,24 wherein Y is CH. 



5 17. ( amended )\ A compound according to claim 1 wherein Cy is an 
optionally R 3a \ substituted : phenyl, pyridyl, thienyl, 
thiazolyl, naphYhyl, piperidinyl, furanyl, pyrrolyl, 
isoxazolyl, isotfriazolyl , pyrazolyl, oxazolyl, imidazolyl, 
1,2,4- thiadiazolyl\ 1,3,4- thiadiazolyl , pyrimidinyl , 
10 pridazinyl, quinolyk isoquinolyl, benzof uryl , benzothienyl or 
cycloalkyl group, or k phenyl group substituted by R 3 iXi in 
which Xi is a bond, 0,\NH or CH 2 and R 3 i is phenyl, pyridyl or 
pyrimidinyl optionally substituted by R 3a . 



15 18. (amended) A compound according to claim 1 wherein Cy is an 
optionally R 3a substituted: phenyl, pyridyl, thienyl, 
thiazolyl, naphthyl , piperidinyvj. or cycloalkyl group. 



20 



19. (cancelled on national phase entry) 



20. (cancelled on national phase entry) 



21. (amended) A compound according to claim 1 wherein R 3a is 
selected frdm hydrogen, hydroxyl , methoxy, ethoxy, methyl, 

25 ethyl, methyl^iinomethyl , dimethylaminomethyl , hydroxymethyl , 
carboxy , methoxyh^ethyl , methoxycarbonyl , ethoxycarbonyl , 
methylaminocarbonyV dimethylamino-carbonyl , aminomethyl , 
CONH 2/ CH 2 CONH 2/ acefcylamino, methoxycarbonyl amino, 
e thoxycarbonylamino , t^butoxycarbonyl amino , amino , f luoro , 

3 0 chloro, bromo, cyano, nit^o, thiol, methyl thio, 
methyl sulphonyl , ethyl sulphimyl , methyl sulphenyl , 
methyl sulphonylamido, ethyl sulphonyl ami do, 

methylaminosulphonyl , ethylamin^sulphonyl , aminosulphonyl , 
trif luoromethoxy, trif luoromethyl Npyrrolidin-l-ylcarbonyl , 
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piperiSdin-l-ylcarbonyl, morpholin-l-ylcarbonyl and -OCH 2 0- 
( which \g bonded to two adjacent ring atoms in Cy) . 



22. (amended^ A compound according to claim 1 wherein R 3a is 
selected f ronAhydrogen, hydroxyl , methoxy, ethoxy, methyl, 
ethyl , methyl aminome thy 1 , dimethylaminomethyl , hydroxymethyl , 
carboxy , methoxym^thyl , methoxycarbonyl , ethoxycarbonyl , 
methylaminocarbonyrv dimethylamino-carbonyl , aminomethyl , 
CONH 2 , CH 2 CONH 2 , acetVlamino, methoxycarbonylamino, 
ethoxycarbonylamino , t-^butoxycarbonylamino , amino , f luoro , 
chloro, cyano, nitro, thiol, methylthio, methyl sulphonyl , 
ethyl sulphonyl , methyl sulphonyl , methylsulphonylamido , 
ethyl sulphonyl amido, methyl aminos ulphonyl , 

ethylaminosulphonyl, aminosul^onyl , trif luoromethoxy and 
trif luoromethyl . 



23. (amended) A compound according \to claim 1 wherein Cy is 
selected from: \ 



00217/US 



National Pha^^f PCT/GB01/02551 
- 14 - 




wherein: \ 

X' is selected from 0, S \nd NMe; 
5 X 1 1 is selected from 0 and\S; 

X' ' ' is selected from 0, S, Vh and NMe; 
Y 1 is selected from hydrogen A amino and methyl; 
R Q is selected from hydrogen, Methyl, fluoro, chloro, 
trifluoromethyl, methoxy, methyl thio\ methylsulphinyl and 
10 methyl sulphonyl ; \ 

R m is selected from hydrogen, methyl, fluoro, chloro, 
trifluoromethyl , methoxy, methylthio, metWlsulphinyl , 
methyl sulphonyl, carboxy, methoxycarbonyl Xnd a group of the 
formula -C (X 3 ) N (Rll) r!2 (wherein X 3 is O or \ and rH and r!2 
15 are independently selected from hydrogen, metfWl or ethyl or 
together with the nitrogen atom to which they a^re attached 
form a pyrrolidin-l-yl , piperidin- 1-yl or morpho\ino group); 
Rp is selected from hydrogen and fluoro ,- or \ 
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RX and R m or R m and R p form an -OCH 2 0- group; or 
R Q amd R m together with the ring to which they are attached 
form d\5 or 6 membered aryl or heteroaryl ring (wherein the 
heteroar\ ring contains 1 or 2 heteroatoms selected from 
5 nitrogen, Oxygen and sulfur) ; 
f^Jj one of and R o2 is hydrogen and the other is R Q . 



24. (amended) A compound according to claim 1 wherein Cy is 
selected from phenyls 2 -chlorophenyl , 2 -methoxyphenyl , 
^ 10 4-carbamoylphenyl, pyr\d-2-yl, pyrid-3-yl, thien-2-yl, thien- 
;3 3-yl, furan-2-yl, furan-\-yl, imidazol -2 -yl , thiazol -2 -yl , 



CD 
Li 



thiazol-4-yl, thiazol - 5 -yl /Snaphthyl , isoquinolin-5-yl , 
^ isoquinolin-8-yl, quinolin-4 -5a , quinolin-5-yl , and quinolin- 

03 ' 8-yl. 



P3 



15 



25. (amended) A compound as claimed\n Claim 16, in which the 
O alpha atom in Y is carbon and has the \onf ormation that would 

p result from construction from a D-a-amindacid NH 2 -CR 1 ] 3 (Cy) 

^ COOH where the NH 2 represents part of X-X 



20 

26. (amended) A pharmaceutical composition, whie\h comprises a 
compound as claimed in claim 1 together with at least one 
pharmaceutical^ acceptable carrier or excipient. 

25 27. (cancelled on national phase entry). 

28. (cancelled on national phase entry). 

29 ' (amended) ^method of treatment of a human or non-human 
Ijfi 3 0 animal body to cohabat a thrombotic disorder, which comprises 
CvJV administering to saa>d body an effective amount of a compound 
as claimed in claim lX^ut including the compound 4-[(3- 
ethoxybenzoyl-D, L-phenyl^lycinyl ) aminomethyl] -1- [4 
chlorobenzyl] piperidine . 



1 
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30. (cancelled on national phase entry) 



31. (cancelled on national phase entry) 



(New) A compound according to Claim 1 wherein: 
*2 is is selected from one of the formula (A') to (H 1 ) 



o 



m 

Cofo 

7 , ( 



m 

O 




(C) 



wherein X 4 is O or S, R 13 is selected ^rom hydrogen, fluoro, 
10 chloro or methyl and R 14 is selected frdm hydrogen, methyl, 
ethyl, fluoro, chloro, and methoxy and rA is selected from 
hydrogen, methyl, fluoro, chloro and amino 7 s 
X-X represents CONH; 
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Y (uhe ot-atom) is CH and has the conformation that would 
result from construction from a D-ct-aminoacid 
NH 2 -CR 1 ] 3 (c\) -COOH where the NH 2 represents part of X-X; 
Cy is selected from: 



A 

N— N 



10 






N 



wherein: 

X» is selected from O, S and\NMe; 
X* • is selected from O and S; 
X' ' ' is selected from O, S, NH\and NMe ; 
Y' is selected from hydrogen, amino and methyl; 
R Q is selected from hydrogen, met3hyl , fluoro, chloro, 
trif luoromethyl, methoxy, methyl thio, rrifethylsulphinyl and 
15 methyl sulphonyl ; 

R m is selected from hydrogen, methyA fluoro, chloro, 
trif luoromethyl , methoxy, methyl thio, methVlsulphinyl , 
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rnethyl sulphonyl , carboxy, methoxycarbonyl and a group of the 
fdrmula -C (X 3 ) N (R 11 ) R 12 (wherein X 3 is O or S and R 11 and R 12 
are independently selected from hydrogen, methyl or ethyl or 
together with the nitrogen atom to which they are attached 

5 formV pyrrolidin-l-yl, piperidin-l-yl or morpholino group); 
Rp is ^selected from hydrogen and fluoro; or 
R Q and R m or R m and R p form an -OCH 2 0- group; or 
R Q and Rl together with the ring to which they are attached 
form a 5 tor 6 membered aryl or heteroaryl ring (wherein the 

0 heteroary sing contains 1 or 2 heteroatoms selected from 
nitrogen, oxygen and sulfur) ; 



L is CONH> CH 2 NHCO, CONHCK 2 , CONHCH 2 CH 2 or CON(Me)CH 2 . 

5 33. (New) A compoXind according to Claim 32 wherein 

R 2 is 4-methoxyphenyl , 3 -amino-4 -chlorophenyl , indol-2- 
yl, 5-chloroindol-2 Vl, indol-6-yl, 3-chloroindol-6-yl or 3- 
methylindol-6-yl ; \ 



0 methoxyphenyl , 4 -carbamWlphenyl , pyrid-2-yl, pyrid-3-yl, 

thien-2-yl, thien-3-yl, ¥uran-2-yl, furan-3-yl, imidazol-2-yl , 
thiazol-2-yl, thiazol-4-yV thiazol -5-yl , naphthyl , 
isoquinolin-5-yl # isoquinoPin- 8 -yl , quinolin-4 -yl , quinolin-5- 
yl, and quinolin-8 -yl ; and \ 

5 Lp(D) n is of the formula\ 



one of RV X and R o2 is hydrogen and the other is R 0; and 



Cy is selected from phenyl, 2 -chlorophenyl , 2- 




wherein : 



q is 1 or 2; \ 

R s is hydrogen, -(CH 2 ) C -R C , -CHR e ^f, or -CH 2 -CHR e R f [c is 
0, 1 or 2; wherein R c is pyridyl or pheiWl (which phenyl may 
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Jar a fluoro, chloro, methyl, CONH 2 , S0 2 NH 2 , 
methylaminosulphonyl , dimethylaminosulphonyl , 
methyl sulphonyl amino, methoxy or methyl sulphonyl substituent) 
and k e and Rf are independently hydrogen or C 1 _ 3 alkyl; or 
5 CHR e Rfy is ( 3 - 6C) cycloalkyl (which may bear a methyl, ethyl or 
hydroxyfoethyl substituent at the 3- or 4 -position, provided 
the subst\ituent is not bonded to the CH group which is bonded 
to L), tetNrahydropyranyl, tetrahydrothiopyranyl , pyrrolidinyl 
(which may War a 1 -methyl substituent) , piperidinyl (which 
10 may bear a l\methyl substituent) (provided that the 

tetrahydropyrstayl, tetrahydrothiopyranyl, pyrrolidinyl and 
piperidinyl rin\s are not linked to the piperidin- 1 , 4 -diyl 
group through a rang nitrogen atom or a ring carbon atom 
adjacent to a rin^ oxygen, sulfur or nitrogen atom) or indan- 
15 2-yl] . 



34. (New) A compound Recording to Claim 2 wherein 
R 2 represents: 

(i) phenyl optionally being substituted in the 3 and/or 
2 0 4 position by fluoro, chltoro, bromo, iodo, nitro, 

dif luoromethoxy, trif luoromethoxy , amino, cyano, 
trif luoromethyl, methylthioX vinyl , carboxy, acetoxy, MeS0 2 -, 
hydroxy, methoxy, ethoxy , methyl , methoxycarbonyl , 
methylamino, ethylamino or amiiio, and optionally substituted 
25 at the 6 position by amino, hydf^xy, fluoro, methoxycarbonyl, 
cyano or aminomethyl ; 

(ii) naphth-2-yl optionally substituted at the 6, 
position by hydroxy and optionally substituted at the 3 
position by amino or hydroxy; 

(iii) isoquinolin-7-yl, indol-5-yl\ indol-6-yl, indazol- 
5-yl, indazol-6-yl, benzothiazol-6-yl or\benzisoxazol-5-yl 
optionally substituted at the 3 position b^ chloro, bromo, 
amino, methyl or methoxy; 



30 
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(iv) benzimidazol-5-yl or benzothiazol-6-yl optionally 
substituted at the 2 position by amino; 

r) thien-2-yl or thien-3-yl optionally substituted at 
the 4 oA 5 position by methylthio, methyl or acetyl; 
5 ( vi ) V 3 , 4 -methylenedioxyphenyl , 2 , 3 -dihydroindol - 6 -yl , 

3, 3-dichlofvo-2-oxo-indol-6-yl or l-methyl-3 -aminoindazol-5-yl ; 

(vii) bfenzothiazol-2-yl, imidazo [1 , 2 -a] pyrimidin-2 -yl or 
tetrahydroimiflazo [1 , 2 -a] pyrimidin-2 -yl ; 

(viii) pyf^izol-2-yl substituted at the 5 position by 
10 methyl ; 

(ix) pyrid-2^yl optionally substituted at the 6 position 
by chloro; 

(x) pyrid-3-y!^ optionally substituted at the 4 position 
by chloro ; 

15 (xi) benzofur-2-iAL optionally substituted at the 3 

position by chloro, metWl or methoxy, at the 5 or 6 position 
by methyl and at the 6 position by methoxy; 

(xii) indol-2-yl optionally substituted on the indole 
nitrogen atom by methyl andv optionally substituted at the 5 or 

20 6 position by fluoro, chlorcA bromo, methyl or methoxy; 

(xiii) indol-6-yl substituted at the 5 position by 
chloro, fluoro or hydroxy and Optionally substituted at the 3 
position by chloro or methyl; o: 

(xiv) benzo [b] thiophen-2 -yl optionally substituted at the 3 
25 position by fluoro, chloro or methVl, and optionally 

substituted at the 5 or 6 position 3^y fluoro, chloro, methyl, 
hydroxy, or methoxy; 

X-X represents CONH; 

Y (the a-atom) is CH and has the conformation that would 
30 result from construction from a D-a-aminokcid 

NH 2 -CR lb (Cy) -COOH where the NH 2 represents Wt of X-X; 

Cy is an optionally R 3a substituted pheWl, pyridyl, 
thienyl, thiazolyl, naphthyl , piperidinyl or dydoalkyl group; 
R 3a is selected from hydrogen, hydroxyl, methoxy, ethoxy, 
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^ methjyl, ethyl, methylaminomethyl , dimethylaminomethyl , 
hydroxymethyl , carboxy, methoxymethyl , methoxycarbonyl , 
ethoxy^arbonyl , methylaminocarbonyl , dimethylamino-carbonyl , 
aminom^thyl , CONH 2 , CH 2 CONH 2 , acetylamino, 
5 methoxycVrbonylamino, ethoxycarbonylamino, t- 

butoxycarE^pnylamino, amino, fluoro, chloro, cyano, nitro, 
thiol, metlWlthio, methyl sulphonyl , ethyl sulphonyl , 
methyl sulpheVyl , methylsulphonylamido, ethylsulphonylamido, 
methylaminosuVphonyl , ethylaminosulphonyl , aminosulphonyl , 
10 trif luoromethoW and trif luoromethyl ; and 

-L-Lp(D) n i\ of the formula: 

o 



wherein 



15 



q is 1 or 2; 



s is 0 or 1; and 



R s is -(CH 2 ) C -R C , -CHR e R £ \ or -CH 2 -CHR e R f [wherein c is 1 
or 2; R c is pyridyl or phenyl (Miich phenyl may bear a fluoro, 
chloro, methyl, CONH 2 , S0 2 NH 2 , mdthylaminosulphonyl , 
dimethylaminosulphonyl , methylsulpWmylamino, methoxy or 

20 methyl sulphonyl substituent) and R e \and R f are independently 
hydrogen or C 1 _ 3 alkyl; or CHR e R f is cYclopentyl (which may 
bear a methyl, ethyl or hydroxymethyl substituent at the 3- or 
4-position), cyclohexyl (which may bearV methyl, ethyl or 
hydroxymethyl substitutent at the 3- or Aposition) , 

25 tetrahydropyran-4-yl, tetrahydrothiopyran-Vyl , pyrrolidin-3 - 
yl (which may bear a 1-methyl substituent) , Viperidin-4-yl 
(which may bear a 1-methyl substituent) , or i\dan-2-yl] . 




J 



